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In a previous communication (1) it was shown that separation of the epidermis from the corium in excised pieces of human skin could be effected by such sodium salts the anions of which swell collagen. The separation of the epidermis was promoted in the same order that thcse salts promote the swelling of gelatin (Hofmeister Series), arranged as follows: thiocyanate > iodide > bromide > chloride (2) . 1 From the Section of Dermatology, Department of Medicine, University of Chicago. The great tendency of the skin in dermatitis herpetiformis to blister on external application and internal administration of iodides, bromides, and excessive chlorides has long been known (3). In pemphigus, likewise, many observers have found that blister formation is provoked by iodides and excessive chloride intake (4, 5) . The nature of this reaction has been unknown. In view of the in euro observation that the thiocyanate ion had a greater effect in separating the epidermis from the eorium than the iodide ion, attempts were made to determine if patients with dermatitis herpetiformis who reacted with blister formation to potassium iodide patch tests would also react similarly to patch tests with potassium thiocyanate. Five patients with dermatitis herpetiformis who showed iodide reactions were used in these experiments. Patch tests of 20% potassium iodide in petrolatum and of 20% potassium thiocyanate in petrolatum were applied simultaneously to normal skin areas of the upper arms. Four showed equally strong vesicular reactions to both ointments ( fig. 1) . In a subsequent test in one of these patients the thiocyanate reaction was more evident than the iodide reaction ( fig. 2 ).
In the fifth patient the iodide test only was positive. Biopsy specimen from one of the positive reactions to potassium iodide showed that the separation was effected at the epidermal-dermal junction ( fig. 3) .
None of four patients with epidermolysis bullosa (one of the dystrophie type, three of the simple type) showed positive reactions to either ointment.
Of thirty normal control individuals only one showed positive results. T his THE JOURNAL OF INVESTIGATIVE DRHMATOLOGY individual displayed a strong vesicular reaction to application of iodide, and a weak reaction to that of thiocyanate.
On the basis of recent physico-chemical data (6) it is assumed that even a moderate increase in the salt content of the skin as it was found to occur in both dermatitis herpetiformis and pemphigus (7) could so affect the collagen as to cause a decrease in the adhesion between the epidermis and the corium. This would at least partly account for the Nikolsky sign. Furthermore it appears that the iodide and bromide sensitivity in dermatitis herpetiformis and often in pemphigus could also be due to the changed electrolyte state of the collagen in these diseases, the iodide or bromide ions causing a still further and more powerful reduction in the decreased adhesiveness of corium to epidermis. This decrease in adhesion finally results in the formation of bullae at the epidermal-dermal junction.
Further studies on the salt retention in dermatitis herpetiformis and pemphigus and their relation to halogen and thiocyanate sensitivity are being carried out in this laboratory.
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